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General Procedure for the Preparation of Compounds 1, 3, 4 and 8-10. . To a mixture of 25 (0.03 g, 0.07 mmol), in anhydrous tetrahydrofuran (5 mL) was added tetrabutylammonium fluoride hydrate (TBAF) (0.1 mL, 0.1 mmol). The reaction mixture was stirred at 25 °C for 3 h, then N HCl was added up to pH 5 and the mixture was extracted with ethyl acetate. The organic layer was washed with brine, dried and filtered. Evaporation of the solvent gave a residue that was purified by column chromatography (silica gel, n-hexane:ethyl acetate = 2:3) to furnish 1 (0.015 g, 70%), mp 270-272 °C (from ethanol). Spectral data were in agreement with Lit. . Synthesized as 1 starting from 28. Yield 100%, 0.007 g, mp 210-213 °C (from ethanol).
10S

5-Chloro-N-(3-(hydroxymethyl)phenyl)-1H-indole-2-carboxamide (3)
1 H NMR (DMSO-d6, 300 MHz): δ 4. 43-4.45 (m, 2H), 5.08-5.11 (m, 1H), 7.16-7.19 (m, 1H), 7.24-7.26 (m, 2H), 7.46-7.50 (m, 1H), 7.67-7.69 (m, 2H), 8.16-8.17 (m, 1H), 8.34-8.35 (m, 1H) . To a mixture of 18 (0.1 g, 0.50 mmol), 4-(aminomethyl)phenylmethanol (0.1 g, 0.75 mmol), triethylamine (0.1 mL, 0.75 mmol) in anhydrous N,N-dimethylformamide (5 mL) was added (benzotriazol-1-yloxy)tripyrrolidinophosphonium hexafluorophosphate (PyBOP) (0.16 g, 0.50 mmol). The reaction mixture was stirred at 25 °C for 12 h, then N HCl was added up to pH 5 and the mixture was extracted with ethyl acetate. The organic layer was washed with brine, dried and filtered. Evaporation of the solvent gave a residue that was purified by column chromatography (silica gel, n-hexane:ethyl acetate = 1:1) to furnish 2 (0.02 g, 13%), mp 210-213 °C (from ethanol).
1 H NMR (DMSO-d6, 400 MHz): δ 4.48 (t, J = 8.0 Hz, 4H), 5.16 (t, J = 5.7 Hz, 1H), 7.16 (s, 1H), 7.18 (dd, J = 2.0 and 8.7 Hz, 1H), 7.26-7.30 (m, 4H), 7.43 (d, J = 8.7 Hz, 1H), 7.70 (d, J = 2.0 Hz, 1H), 9.12 (t, J = 6.0 Hz, 1H), 11.84 ppm (br s, disappeared after treatment with D2O, 1H). IR: ν 1648 and 3261 cm -1 . MS (ESI) 315.1 (MH + ). 
5-Chloro-N-(4-(hydroxymethyl)benzyl)-1H-indole-3-carboxamide (13). Synthesized as
N-(4-(((tert-Butyldimethylsilyl)oxy)methyl)phenyl)-5-chloro-1H-indole-2-carboxamide (25).
General Procedure for the Preparation of Compounds 7, 11 and 12. Example: 2-(5-Chloro-1H-indole-2-carboxamido)benzoic acid (7).
A mixture of 22 (0.042 g, 0.12 mmol), 3 N sodium hydroxide (0.6 mL) and ethanol (1 mL) was stirred at 80 °C for 2 h. The reaction mixture was made acid with N HCl and extracted with ethyl acetate. The organic layer was washed with brine, dried and filtered. Evaporation of the solvent gave a residue that was triturated with n-hexane under vacuum filtration to furnish 7 (0.03 g, yield 78%), mp 253-255 °C (from ethanol 
Ethyl 4-((4-bromophenyl)sulfonamido)benzoate (17).
To a mixture of ethyl 4-aminobenzoate (0.65 g, 3.9 mmol) in anhydrous pyridine (13 mL) was added 4-bromobenzenesulfonyl chloride (1.0 g, 3.9 mmol). The mixture was stirred at 80 °C for 1 h, then N HCl was added up to pH 5 and the reaction mixture was extracted with ethyl acetate. The organic layer was separated, washed with 3 N HCl and then with brine, dried and filtered. Evaporation of the solvent gave a residue that was purified S9 by column chromatography (silica gel, n-hexane:ethyl acetate = 1:1) to furnish 17 (1.5 g, 99%), mp 184-185 °C (from ethanol (20) . A mixture of 18 (0.20 g, 1.0 mmol) and thionyl chloride (2 mL) was stirred for 2 h at 50 °C. Excess of thionyl chloride was evaporated in vacuo to obtain the corresponding carbonyl chloride. The latter was added dropwise to a solution of methyl 4-aminobenzoate (0.20 g, 1.3 mmol) in pyridine (2.66 mL) and dichloromethane (1 mL). The reaction was stirred at 25 °C overnight. The mixture was treated with N HCl up to pH 5 and extracted with ethyl acetate. The organic layer was washed with brine, dried and filtered. Evaporation of the solvent gave a residue that was purified by column chromatography (silica gel, n-hexane:ethyl acetate = 3:2) to furnish 20 (0.10 g, 30%), mp 272-275 °C (from ethanol 
2-(((tert-Butyldimethylsilyl)oxy)methyl)aniline (31).
It was prepared according to Lit. 
3-(((tert-Butyldimethylsilyl)oxy)methyl)aniline (32).
4-(((tert-Butyldimethylsilyl)oxy)methyl)aniline (33).
It was prepared according to Lit.
13S
NHERF1 PDZ1 binding studies A NHERF1 PDZ1 subcloned in pETG41 plasmid was kindly obtained from Dr. Nicolas Wolff (Pasteur Institute, Paris, France). To monitor binding by fluorescence, a Trp residue was inserted at position 38 by replacing a Tyr residues using a Quickchange Lighting mutagenesis kit. A dansylated peptide mimicking the C-terminal portion of the β2 adrenergic receptor, D-NDSLL, was purchased from JPT Peptide Technologies (Berlin, Germany) and purified using HPLC. Equilibrium binding experiments were carried out in the presence of 50 mM Na phosphate buffer, pH 7.2, 300 mM NaCl at 25°C by monitoring fluorescence upon exciting the sample at 280 nm and measuring emission on a Fluoromax single photon spectrofluorometer (Jobin-Yvon, NJ, USA).
14S
In theory, the binding of any molecule to a given protein can be monitored indirectly by performing equilibrium denaturation experiments in the presence of the ligand. In fact, if the ligand binds selectively to the native state but not to the denatured state, the apparent unfolding transition will be stabilized by a factor equal to (1+[L]/KD), where [L] represents the concentration of the ligand and KD its associated dissociation constant. Since we could not observe any changes in fluorescence, to demonstrate the direct binding between derivative 9, 10 or 13, we measured the urea induced equilibrium denaturation of PDZ1 NHERF1 in the presence of different inhibitor concentrations, varying from 1 to 20 µM. The observed transition conformed to a sigmoidal curve, indicative of a simple two state transition. As expected, addition of derivatives 9, 10 or 13, resulted in a increase of the apparent thermodynamic stability of the protein, confirming binding. Figure 4S . Equilibrium denaturation of PDZ1 NHERF1 Y38W of 9, 10 or 13. Fluorescence data were recorded in the presence of 50 mM Na phosphate pH 7.2, 300 mM NaCl, 5 mM DTT, 20% DMSO, at 25 °C in the presence of increasing urea concentrations. The line is the best fit to a two state unfolding transition. Inset panel. In the presence of increasing concentrations of 9 (black), 10 (green) or 13 (purple) we observed a stabilization of the domain, confirming binding to its native state.
Wnt reporter assay 293T cells were plated at 20% confluence in 60 mm cell culture dishes and transfected with 2.5 μL/μg DNA of Dreamfect Gold Transfection Reagent (#DG80500, OZ Biosciences) and 2 μg of TOPFlash reporter plasmid containing 8 repeats of TCF/LEF binding sites or 2 μg of FOPFlash reporter vector, containing the mutated TCF/LEF binding sites. 15S TK-Renilla and empty pCDNA3.1 vectors were co-transfected in all experimental points to normalize transfection efficiency and to reach the total amount of 4 μg DNA/dish, respectively. After overnight transfection, cells were harvested and plated in 24 well multi-well plates at 20% confluence. After 24 h, cells were starved in medium containing Opti-MEM (#31985070, Thermo Fisher Scientific), FBS 0.5%, Pen/Strep 1%, NaPyr 1%, NeAA 1% for 8 h. After incubation, 50 mM LiCl or DMSO were added to starvation medium for 24 h, together with the indicated amounts of compound. After treatment, cells were lysed and luciferase assay was performed as previously described.
16S Dose-response curves were generated by non-linear regression using Graphpad Prism software. 
Cell cultures
Colorectal cancer (CRC) cell lines Ls174T and DLD-1 were purchased from American Type Culture Collection (Manassas, VA, USA) and routinely assessed to check their identity. 17S Cells were stably transfected with Doxycycline hyclate (Dox)-inducible short hairpin RNA (shRNA) for β-Catenin (Ls174Tshβ-Cat) or a scramble control shRNA (shCtr), as previously described.
17S,18S
Human colon cancer SW480 and SW620 and human urinary bladder cancer T24 cell lines were grown in Dulbecco's Modified Eagle Medium (DMEM) supplemented with 10% fetal bovine serum (FBS), 1% L-glutamine, and antibiotics. The human neuroblastoma cell lines SKNBE and SKNBE(2c) 19S was cultured in RPMI-1640 medium complemented with 10% FBS, 1% penicillin/Streptomycin and 1% L-Glutamine (Sigma-Aldrich). All culture were maintained at 37 °C in a 5% CO2 atmosphere.
S12
Cancer Stem cells (CSCs) were generated from individual patients as previously reported, 20S and cultured using an optimized medium (CSC medium, see below) in ultra-low attachment tissue culture flasks (Corning Costar, Cambridge, MA), in humidified atmosphere at 37 °C, and 5% CO2 as previously reported.
21S
Determination of the IC50 by MTT assay Cell viability was evaluated by colorimetric MTT assay. 22S Briefly, cells (5x10 3 cells/well) were seeded in 96-well microculture plates. Cells were then exposed to increasing concentrations of different compounds (range 0-60 µM) for 72 h. At the end of the treatment, media were removed and incubated at 37 °C in the dark for 3 h in phosphate buffered saline (PBS) containing 0.5 mg/mL of 3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyl tetrazolium bromide (MTT) (Sigma-Aldrich). Culture media were then replaced with 150 µL acidic isopropanol (0.04 N HCl in absolute isopropanol) and 1%v/v Triton X-100 to dissolve formazan crystals. Absorbance at 560 nm was then measured using a microplate spectrophotometer (Glomax-Multi+ Detection System, Promega). The cell growth inhibition rate of different drugs was calculated utilizing the following formula: inhibition rate (%) = [OD sample/OD control]x100. The IC50 of a drug has been determined by constructing a doseresponse curve inhibition with GraphPad Prism 5.
CSC inhibition assay
CSC viability upon treatment with inhibitors was determined by CellTiter-Glo luminescent cell viability assay (Promega, Madison, WI, http://www.promega.ca) according to the manufacturer's directions. Briefly, CSCs (5x10 3 per well) were dissociated with TrypLE Express (Thermo Fisher Scientific), seeded in 96-well plates (6 replicates per experimental point) in CSC medium, and incubated in a humidified atmosphere at 37 °C, 5% CO2. Drugs were added 24 h after cell plating, and Luminescence was detected after 72 h, with a DTX880 multimode microplate reader (Beckman Coulter, Brea, CA).
